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Action Requested’

7

provide estimates of dietary exposure resulting from the
proposed use of avermectin on cotton. Both chronic and acute toxic
effects are considered. -
. .

1. Toxicology Endpoint: The routine chronic TAS analysis used a
reference dose (ADI) of 0.0004 mg/kg body weight/day, based upon a
NOEL of 0.12 mg/kg body weight/day and an uncertainty factor of 300
from a two generation rat reproduction study. This value has been

approved by HED (3/30/89) and Agency (4/20/89) reference dose
committees. . -

2. Residue Information: Food uses evaluated included the
proposed use on cotton, which is not expected to result in
secondary residues in meat or milk (F. Boyd memo, 4/21/89). There
are not any published tolerances for avermectin at this time.
Temporary tolerances on citrus with secondary residues in meat and
milk are scheduled to expire in May of 1989. These tolerances, as
well as tolerances on celery, pears, and tomatoes from Section 18
requests, were included in the analysis in the "published" category
because permanent tolerances are pending for each of these uses. A
summary of the residue information used in the analysis is attached
as Table 1.

3. gnzgnig_Exggsn;g_Anglxsis: The TAS chronic exposure analysis
uses tolerance level residues and 100 per cent Crop treated to



estimate the Theoretical Maximum Residue Contribution (TMRC) for
the overall U.S. population and 22 population subgroups. The TMRC
for the overall U.S. population is calculated as 0.000052 mg/kg
body weight/day, which represents 13% of the ADI. The two most
highly exposed population subgroups, non-nursing infants and
children aged 1 to 6, have estimated TMRCs of 0.000151 mg/kg body
weight/day (38% of the ADI) and 0.000118 mg/kg body weight/day (29%
_of the ADI), respectively. For any population subgroup, the
proposed action on cotton results in an increased exposure of less
than 0.000001 mg/kg body weight/day, representing less than 0.1% of

the ADI. A complete TMRC summary is shown in Table 2.

. N .
4, Agg;g_gzgggg;g_bgg;ygig: A detailed acute exposure analysis
was conducted using a NOEL of 0.06 mg/kg body weight for
developmental effects. The food uses evaluated were the same as
those evaluated in the chronic exposure analysis (Table 1).

The TAS acute exposure analysis estimates the distribution of
single-day exposures for the overall U.S. population and certain
population subgroups. The analysis evaluates the individual food
consumption, as reported by respondents in the 1977-78 USDA Food
Consumption Survey, and accumulates exposure to avermectin for each
food consumed for which a tolerance is being evaluated. Each
analysis assumes that avermectin residues are present at tolerance
level in all foods consumed.

Vd B

The toxicologic endpoint pertains to developmental toxicity.

The TAS subgroup of interest in this analysis is women aged 13 and -
above, which is the TAS subgroup most closely approximating women
of child-bearing age. The Margin of Safety (MOS) for the average

consumer may be calculated according to the following relationship:

i

Average MOS NOEL / Exposure

i

0.06 mg/kg body weight / 0.000038 mg/kg body
weight

1579

]

An examination of the exposure distribution (Table 3) shows
that none of the target population is expected to have an MOS less
than 250.

Attachments

cc: TAS (Tomerlin, SACB), DEB, Tox, caswell #063AB, B. Jaeger,
Dykstra (TOX-IRS)
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